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(57) Abstract; Novel polypeptide whose incidence rate is higher in the synovial tissue of human rheumatoid arthritis (RA) patients 
than in the synovial tissue of human osteoarthritis (OA) patients; a polynucleotide coding for the polypeptide; a vector comprising 
the polynucleotide; a transfonnant ceU comprising the vector, and an antibody to the polypeptide. Further, there are disclosed a 
^ polynucleotide having at least 15 bases which specifically hybridizes with the polynucleotide; a testing method useful for diagnosis 
of RA; and a testing kit useful for diagnosis of RA. 
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m m m 

RA ii^ii3ia^ic^^©iM^^#*>. mt^omm. mm. m^. siiifJ 

-r>^ — a-f (interleukin-U IL-1) . -f>^ — P-f^>-6 (IL-6) . 

-r>^— p-<^>-8 (iL-8) . □•<^>-i2 (iL-12) . -r>^— P^4^ 

>-15 (IL-15) . >r — P-<^>-18 (IL-18) . ll0ig5EB^af (tumor 
necrosis factor- a. TNF-a) ^tifCDji^^tt-y-'r h*-r>. -mtmm (nitric 
oxide. NO) . -^UX^ -^^y (prostaglandins. PGs) Ui£(j)7^m^^i3^^ 

CD40/CD40 'J^>K5^s ICAM-1 (intercellular adhesion molecule-1) / LFA-1 
(leukocyte adhesion molecule-1) ^©iDfla^S^^^^^ LrffiSl::5S14 

ifi^. ^y^P-±JUta(*. RTj^ttSWi^^C^^fflLV IL-K IL-6 -^bTNF-of^ 

m^miftflL. iiaia>#5!S^^«i«ii. &^i^itmm-t^m^o>mwitt'ti::. ra 
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;^ genpept Iz AK094461 (2002.7.15) i: LTi|Rii**L, n^:Si:m^ > ^^-XUZ^ 
:Rt;^lt^XM3(Z5S«$^^Tl^-5o !|$S^S:M 1 1cli. ^^tKU^:^'^ K<DT>^ 

3iz(i. RA2 ^m=¥-mmiz^m^(D^^w^m^'^t^0'm(DmB^t)<n^i-fi^^. 
^^itmrnrnmi^mz^rs^, mm^n^m. mm. jtMi^mm. :^^^a>^ 
AIDS. ^E.f^^mmm^it'm'iimm*) '^^^) . tl/;u^-. ^$issi4 

nm). »ifii^. 1^]^^. T-xP-Aitniiiiiifiijb^. ic?j4iwifii^. m 
mm. tSiMizmm-r^jmrn. pi^mmmm^^xsBmmmommizmmx&^t 

:$^nm(07\(v^zf^ Ka>-o-efe-5 dgppil rxs dgppis 0mmtnmn.<D&^ 

mmti^s 7^— ^^—y?. genpept fcBC033025 (2002.6.24) tLXHSLM^tlXl^^o 
:*:|filMfl>7K'J^^^K(0-o-^fc§ DGPP2L i:*ai^1ta>fc'51B5iJ*<. 

4. nWfXW^s^ JSLXS^m:Si:me\zWimts^xi^^o ca)5^4#i^S:iR4^i^* 

(cii. DGPP2L t^m^(D&^wimitm^mm. mt^^b. hiv f^^^mm 
;is^xsm^(D0im<omm. mmizmmtumts^xi^^o if#i^xi)^5ici*DGPP2L 
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l^§o m¥:5cM6ic(d: DGPP2L tmrn^cDmi^mmfi^mT^^^. mmm^'^m 
*^W(D7H'j^:^5^Kfl)-oT?fc-s DGPP2S tm-<ommtmn^Vfyi:n^iz 
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S^^^m 00/42070 ^/^>":7U»v h 
ffll^i^^m 01/77137 ^/^>:7lx»V h 
ill^^^m 01/32910 h 

C!|ti^:S:M4] 

HlS^lilll 02/26798 -^/^^^U-y h 
Hil^Bail 01/55163 ■§-/^>:7U-:; h 
Si^^^l^^ 01/55301 h 

r+ji . c^j^—f-ji, .:ty-ni^7.y^>^JU- -/t^'Tv^ (The Journal of 
Experimental Medicine) j ^ (tI^S), 1991^. II173#. p. 569-574 

r -tF - e> Y — :h ;u • ;j- :^ • 'J i — "7 h p — (The Journal of 
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Rheumatology) j . iii-T^) . 2002^. |g29#. p. 875-882 

U> h ■ :7t — "^i/iL — -r-f ■ ■t'r^ J n (Current 
Pharmaceutical Biotechnology) j , {%.Wi . 2 000^. H 1 #^ p. 217- 
233 

r^-f5=--V— • Ubf 3.— X • ^ Ay Pi?— (Nature Reviews Immunology) j ^ 
(^S) > 20 0 2^. m2#, p. 364-371 

e^x— • T->^X7:j-— K (J.Axford) $g. r>7*-f*>> (Medicine) j . ($|^ 
®). :^^»;/^';7x;u-b-^-b>X (Blackwell Science) , 1 9 9 p3.18- 
3. 22 



IHmeFlS^MtefcSiSm. t HB*lliS* cDNA ^SI^tLT 6 o 

T?^^-r'5Ct[z^?l!lL/i (IIJ(5^2) „ Ml::. ItTlB 6 oODitfe^l*. thRAS 
MXZJT— lc3llILrH^rlH#iie^<D^3^fi*</LaiLTl^^Ct. -TJEj:*:*^ RA 
(§IJS<5iJ 4) o ^*iP)(Diaim*^e>, RA (3!)iitTJg^^ai"r-5»C<!:A«T'#'5 RA ^Bf 
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[1] (1) mmm^2^ mmm-^^. mmm^e^ mmm^s^ ^tzitm^m 
%mfim^-t^7\-sij^y^[:^ fc•5L^(*. (2) mmm^2. mmm^4^ mm 

[ 2 ] iB^iJS-^ 2 . iB5>JS-^ 4 . mmm^- e . ib^ijs-^ s . * ttiEjiJS-^ i o 

[3] Cl]*fefi. [2] lclEma)7HU^:^5^K^=i-K-r'57K'J5^<7^:t^ 

[4] [3] fc|HSa)7KU5?^U;!|-^K$^trll-S^^^-, 
[5] [4] lziBlK(D^:K^^^-T'J^M$K^^nfcm. 

[ 6 ] mmm^- ^x-m^^^r^y mmm l 7^)^ m^mm u o -7 
iB5>j## 4 -^a * *L ^ T 5 y mmmt^ u ::f ^ k ci^s^-r m^*. 

[7] ia5ij##1. iB5iJS-^3. iB5im#5. lB5>JS-^7. *tcliiB5im-^9r' 

[8] (1 ) 1&gS#(Z)7iM^^-9->::f;Kcfcit^. i) [3] fziBmro^aiB^iJ 
fc^lMii i) iB5im#1 2r'a$ti-ST5y^iB5iJ^#^. L;5^^,> 111419115 

5/Ki^5lJ(::teL^Ts 1~1 0<@a)T5/M*^a«l. A$^x 

7KU^:^^h\ ^L<(±iB5>m-l-l 2T'a^^^^T5y^i^5lJ7^l^^>^j:§7KU^3^ 

^xg, Jit; (2) M^#*fc(4l^©14llfiii'J'!7^^0#<D/'ilgi£^-9->:^;Hc 
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^ 6 

[9] (1) [3] lCiBaa>7KU5i^U7|-5^Ks fe-SlMi (2) iB5IJ##1 27?^ 

*l«W©?KU^>^^K<D-0'Cfc-5 RA2 ^:PI-CDiB5lJ^**Pe.HTL^^i:l^A^ *B 
l^14fl)fe-i)iB5iJ*^7^— -Si^— X genpept Ci AK094461 (2002.7.15) t LnlXli^ 

^SS*^J^L■Cfey•€■(D^t'^::1St^ilfi5•J'!7^^■\i>iiS^««^*;t^TL^-So L/»nL 
/cCA^P). «^i^S:iRii*^^^^A<u>/^tU. fl^Bii. B^illi. nm. /Ml. th::«^i«i 

*L■Cl^^j:l^o #oT RA2 RA <0^m:Lmmx&^:itlt^^BMm^ii^^li>X^ 

J; o r^i^) T Ttc $ tLfc^BJ 1? fc -5 „ 

:*:^Bja>7H'J^::^^K<0-OT?fe§ RA3 <^:f^-XI±^al^14fl>igt^i^5lJI*^^)tL 
rt^^j:l^o m-oX. RA3 l±*SIBB#t»*<lO«)-cmaiL. l5l^Lf=7K'J/<:/^ K-e 
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:*:f§wa>7Hu^3^5^ Ko)— DT5fc-s DGPP1L jslxs dgppis t^-ommit^^^ 

Tl^^l:l^o CtiextffiPlttCDfe-SiB^iJ*^ 7^— -$1^— X genpept iz BC033025 
(2002.6.24) Lrl|xm*^•CL^'5*^^0TOlc-:5l^TI*:^BJT*fc'5o LTbN^ts 
DGPPIL RXS DGPPIS RA (Difk^lzmm-^ib^ c: i: l**5ieB#e> A^*Oi«)-caa Ltc 

*^0^<O7Hy K<0— D6PP2L t I^-(DiB5iJ(**P^:lx-ri><j:t>A<. 

HIV iS^. ^^it^Mfe<^7;@>i?a)ijiE#a)^iT. mmzmmvtb^t^m, 

$*lrl^-5o !|#i^^S:M5lc(* DGPP2L i:ffil^14(Z)fc§iB5iJ^#t?^IS<X)iB9ij3b<g| 
1#f»^S:St6(3(* DGPP2L i:*BPI140!>fc-5iB5>J$^t?^i!ia>iB5iJA<rja^$H> 

mm^mm m^itm) . aids) . ^^ftm^m 

<omm(Dm:W^tj:miHfit±<tj:i\ miz(^m:^m5jsLU^Wf:scm6izit d6pp2l 
m^j.^=f-<ommx<Dmm<omm'p ra mrnxm^mmiz-Di^xit^Kum^tix 

l^3&:t^o fifeo-C DGPP2L t< RA (D^ifCi'Sffl-efc-S c ^(i:*:f|BJ#P,3b<*!Ji6-cmttl 
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*^B^<D7K'J^::^^K<D-o-efe§ DGPP2S tm-a>mmii<mMim^:$i:^^iz 

ommm\Z'Dl\Xlt±<^m^HXl^tj:l^o ^-^X DGPP2S ra <D^»f(w:Wffl1? 



@ 2 f*. RA mmmm^mmf^s oa mmwmmmz^nr^^mmTommm^it 



iciTiz:$:nmz'Di\xnmizm,^r^o 

(1) is5ij#-^2. mmm^4. mmm^e. mmm^s^ ^fz^tmmm^^ o 

(2) iB^j#-^2. iS5ij##4. wimm^G. wimm^s^ ^tzitmrnm^^ 

•J'<:^^h\ fc^iM*. iB5iJ##2. iB5iJ##4. mmm^e> iB5iJS#8. 
*tc(*iB^J#^1 0■^a$^^'5T5y^iB5>Jlcfcl,^T. 1~1 om<OTZymfi^ 



wo 2004/009626 

g 

(3) mmm-^z. ia5»j##4. le^im-^e. iBjim-^s. ^tcitw^mm^^ o 
r2|5:^B^(Dffiiii7Kg^^5^Kj riH^j#-^2. mmm^^s ib9ij#-^6. ib 

J^rfc. 3^e«SB«f=fclt«SMIB r^ii^ttj tit. BUST/^»y>r— e?[sgi32bit)|R,/\*- 
5'* 3>2. 0. 1 2 ; Nat i ona I Center for B i otechno I ogy I nf ormat i on (NCB I ) d: y A¥] 
<Dbl2seq:^P<i?'^A(Tatiana A. Tatusova, Thomas L Madden. FEMS 
M i crob i o I . Lett. . 1 74, 247-250. 1 999) $fflL^r^#e>;^^fcfill dent i t i es ^mmf ^ o 

r^o^^Aigj i:LT rblastpj 
FGapiiACostffij $ roj T?^ 

rGap#ftCostfiij $ roj -q. 

TMatrixj tLX rBL0SUM62j 

rRkmmnmm:^nmtimm-t^i tit. tmmmizitLxfu^mmommmwt 
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1-1 Oil. Jf*L<Ji1 ~7<@. Ml::J?*L<li1 -SjitDTSyMA^e 

iH^J#-^1 0-ea$;K'5T5y^ANe>3£j:§7H'J^^^ KT-fe-5^eM^ rDGPP2L 

^ rD6PP2SmeHj irfSs-T'So 
*^eB0[)7KU^3^^ LT(*. riB5>m-^2. lB5lJS-^4. iH5lJS-^6. IB 

K. fe^t^I±. iB5>J#-^2. iB5iJ##4. iB5iJ#-^6, lB5iJ#-^8. *fc(*iB5>J 
#■^1 Ot?a$*L§T5yMiB5»Jlc*5L^T. 1 ~1 O^. L < (± 1 -y^S, 

riB5US-^2. iB5iJfl#4. ia5iJ#-§-6. iB5im-^8. *fcl*iB5>m-^l o-e^ 
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11 



PCT/JP2003/009180 



L<f*9 8%j2i±) -efe§T5y^iH5ijANe>?Ej:y. L){l^t. Rkmm^mmizm^ 
3b<ii3S-ri»7K'j'<3^^Kj A^»*L<. mmm^2^ mmm^4. m^m^e. 

:^m^<0 D6PP1L geM^=i-K-r<5^Si35iJ*^P)<j:57Ky5^>7U7|-5^KI*. 
iB5im-^6|B«a)7 5y^iBJij-e^$H^ DGPP1L SSM. ^<7)«tgM^fiigfe|g 

L < I*. iB5»JS# 6 ^m<0 T 5 y ^i55«J $ 3 - K-^ -5ig3£iB5»J A> ?> § Tff g 5? ^ 

3^^Bja> DGPP1S MSR^=i— K-r'§>i^»iB5iJ*^P)>£c^7Ky55^ Kl*. 

iB^js^siescDTsy^iB^j-^^^tL'i) DGPP1S ^ss. "tcDmm^mm^^ 

f*. XI*. •?•<D^||^7K'J•^:^f^K^=J-K•r'5i^Si^5>J^i:e>^pI4^■e4,<fct^o »^ 
L < I*. iE5im#8BB«a)7 5y ^iE5iJ$3- K■r'5^S1^5l]7b^e,^i:§7Ky 55^ 
KT?fe y . $e>lc»^L<l±. iB5iJS-^7lHi4(Z>ig»iB5«JT?fe^o 
*^B^<Z) DGPP2L gaM^=3— K-r^^SiH5lJ*^^)^^^7HU3?^U:t5^Kl*. 

iH5ij#-^i OiBiio!)T5y^iB5ij-^*$*L-5 DGPP2L gsM. "to^mm^mm^ 
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*ifi|B^^^^JSffla) DGPP2S Md^^^^--K■r-5^SiB5lJA^?>^f:^7K«J5l^U 
:d-5^K(±s iB5lJ##1 2iB«(7)75yMiH^JT'^^tLi> DGPP2S MfiM. -ecD^ 

( 1 ) PGR ^mi^tzy^m. ( 2 ) ^;£a)^lfe^=^X^6<J^j£ Cr^CtP** cDNA ^'l' 

at^S-z^lcoLNTf*. W001/34785 r::IBi6$*tri^§i:l^^lc||J(Sl?#^o tct£L. 
:^^K (-r^Pt)**. RA2 HdK. RA3 m&M. DGPP1L gSM. DGPP1S MSS. 

DGPP2L naM^fcf* DGPP2S MSS) . r:^mm(D^^^i ^:^mm<o^^m^ 

•J^:^^K$3-K-r-5it{KiF (■r:^^:*^*). RA2 Jtfe^s RA3 iH£^^ DGPPIL jg 
DGPPISitfe^. D6PP2L it^^^fcf* DGPP2S Mfe^) i:^^gK.So KIT. 

^7K'J^:^5^K, iH^JWi 2•ea$^^§T5yMiB5^J(::fcl^r. 1-1 0<i, 
»*L<fi1~7<i. m(c»*L<(*1 ~5^fl>T5y^;b^®^. &t^/ 
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h^i^itmm. m^it. t h RAM#s*?iM*^e. mRNA sttits-r-So ^xi^v. z. 

mS.f&^ni\ m-SScDNA ^^j|£-r€)^i:3b^tB*-So #e.tLfcm-M cDNA 
-tfilMJKfS (PGR) IcfitL. ;*;^B^(D7h°'J5J^ UtI-^ K*frl*^(7)--SP^t#i)C 

(if. Oligo 1000M DNA Synthesizer (Beckman 4±). &^IM^. 394 DNA/RNA Synth 
eslzer (Applied Biosystems ^mi^X-^^-t^^tis^X^^o 

?Ky5j^u7i-^ mmtj:^<7^'-DNAizmxsmjht^^tiz^i), Mi^^m 
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Tilts :^m^(Di\^')^<p\yt^y^t^. m^m^^o^'^mz.mH^^i^tzism-^tb 

■C^-So J:y^l*M(cli. -gll^tt. IIS60!l1&t;ilS£i5>J2lz|E«^(7>J:ai::*l§ia 
a>7KU 5?<7 K^I5?L^»li^mffla)^^'<'S7 ^— PCDNA3. 1 Ci^JV-j^fe:: <!: 

izd:y, R>fll(DMeMa)^2S^<7 5i-^li^;ii:75^-e^. ^^^^-j^^-^mPR 
imT^tb^\t^WRjsm (FBS) ^a)ifii/^jiE^i'5^*n Lfc^;u>< 3 <#Sli-r — 5f ;u 

g/hie^^J§Jfe(DMEM) tisofi&iferi: G418 $*n^fct,<Z>^^ffl-C?#§o 

gSeaa)fl31(Z)5t^. mmtpA^RrtircsBr-So -7-*— IB^iJ^: LTI*. -fiJiJ^-l*. 
FLAG epitope^ Hexa-H i st i d i ne tag^ Hemagglutinin tag» myc epitope ^C^ifA^fe 
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^ y <7 p — :^;^t^;<*li> #Mll]!|^lciS5iJ#-^ 4 r-a ^ ^tx-S) T 5 / ^IH^J L 

3lt-r'57KU^:^5^ h\ fc-§)l^(*iB^J#■§•4■ea^^^^T5y^iB5lJ3!)^b^»:'57K'J 

tK'J^:^^ K$=i-Kf '53t^^*SAL/i::^^X5 K$fflL^T DNA -^^^^V^ 

(Raz, E. eta I., Proc. Natl. Acad. Scl. USA. 91. 9519-9523. 1994; 
Donnelly. J. J. eta!.. J. Infect. Dis. . 173. 314-320. 1996) lcJ=oT% 

m®ji(cj;y, ^gtma-r -set •mmom^mmmmmmtLxitm^ 

It. iliO^SI. M«f. «5^T>^-':7Alc<fc§J^«f. DEAE-42;UP-X. /\>r K 
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=Ey <?n—irji^mt. ^— ^— i (Kohler. G. 

andMilstein. C. . Nature. 256, 495-497. 1975) lz^i)mmmfj^^^\^m^-r 

iH5ij#-^is iH^JS#3. mmm^i . -^tzxtmrnm^Q. 

:^ U -If— a >(Dfctf><7)^<*i: LT . rSxSSPE. 5 x Denhard' s?S. 0. 5% SDS. 
40% 7K;UAT5 K. 200//g/ml IfiJlt^DNA. 37°C:*-— /<— ^h-f KJ SJS©^ 
^Tfcys d:y^Ll^^^^t^^L■C^i rSxSSPE, 5 X Denhard' sjiS. 0.5%SDS. 50% 
7fv;UAT5 h\ 200/i/g/ml H^t^DNA. 42°C/J— /^-^^T hj ^JtCD^^^t^-e 
fc-So ^tz^li^<Otzli>O^Wt LT. ^t^^#t LTli rSxSSC. 1% SDS. 42^0 
J , il^ ro.5xSSC, 0.1% SDS. 42'*CJ ^Jg(D^i«^"C fe y , Jiyi^Ll^^il^tL 
Tfi ro.2xSSO, 0.1% SDS. 65°CJ n^<0$kW-Qtb^o ^10!>J:^^i:7K'J5^^ U^f 

A<Rrt|-^fe-So ■^^'TT— iLrffll^-S^^lcl*. ii^. 15bp~100bp. itf*L 
<f*15bp~40bpa>M:l$^-r-5o LTSf* Ll^^Si^9«JI*. 1) IB 

^JS# 2 5 J^t;iB5»J#-^ 2 6 lciBma>m^iB5iJ-^a$*t-5 :^^-r . 2 ) IB^iJ 
#^2 7j^t;iB5im-^2 8{ciBtK<D^Si35ii-e^^*Li,:^^>r^-s s) 
#2 9Si;iB?iJ##3 0lc|Bafl>^SiB5»J-C^$3tx^:^^-f ^— , 4) iB5>J#-^ 
3 1 3it^iB5iJS-^3 2l-IBila)mSiB5>J-ea^F*L€):^^-<-7-A<^If P>;txSo * 
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^»-C% 3lfeT-li:S^®^-r«f=tolcffll%e,*i,-CL>-S(Chee. M. et al. (1996) 
Science, .274, 610-613) „ 

<RA (0«IS:^^/RA m^m^^:^ h > 

t h^jf^ttiispjg (OA) mmmmmmzitwt{.x. t h ra s^jiimssaifei::^ 

T RA mm^Si^th-r^^tii^ih^^o RA #M6<J'^^:3^m^^£K.'§>fci^)(::. TiM^fl^ 

at; (2) mmm-^tzit4mmm(Dmm^m^>-:^Mztsif^m^mB=F<Dmm 

2|s:f|Bja)RAa)«IS:?5^|z*5l+-g»iie^(Z)^3KU'<;i/i: li, Siie^<DmRNA^(D 
ffljl^'j K^n — K-T^tKU 5^^ KI=/W ^-i :<-t^mkt:-^'y 
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\^-t^MB^mm'^^m:mizmmx'^^%(Dv&Hit. nizit^^^^-t. 

^"7— iSfKi. ^i+v:7 h't7x7Primer Express (PE Biosystems) <»: 

RT-PCR^£lCfcL^rl*. jtfe^<Diiiligjg^lCfclNTPCRliilii^-'$f- CJT^b^i-r 
APCR) ^ (Genome Res. .6(10), 986. 1996) Z i: (c<fe y . :$:^B^CDiif5 

-mtLXlt. mfii^. ABI PRISM7900 (PE/<-r/J-^X5^i^Xtt) $ffll^^Cl^: 

Tb^ffi^-So 'jT;i/^>rAPCRf±^^9i<D:^^-^fcy. ^<otzii><Dmw.ts^xs^^y v- 
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urn (2) iz^i^xit. (1) vmioMznmiy^)\^tmnm^tz\t$m 

•St^D■r?(*35:l^o ^ffc. !|#lzSf y A^'Efl^Ji^l*. ^»Ifl):&^(Sambrook, J. st al. 
"Molecular Cloning-A Laboratory Manual" .Cold Spring Harbor 
Laboratory, NY, 1989^) a>ilfe^^f^ll®lv^i7;i/A^iSmi|[c^#(Dli^#[c 

(HJfe^l) ^:g:^!---::^>'J— 7*-f A (open reading frame. ORF) 

a 1 ic^f -T— V V (iH5iJ## 1 3 -1B5IJ#-^ 1 4 . iB5iJ#-^ 1 5 - 
Wim^ 1 6 . iH5IJ#-^ 1 7 -iB5lJS# 1 8 . IB^IJfl-l- 1 9 -iB5IJ#-^ 1 8 , IB 
5il##2 0-iB5iJS#2 1 . Xli. iB5iifl-^2 2-iB5iJS-^2 1 ) , t hli^BId^ 
SfccDNA (Human spleen 5' -stretch plus cDNA ; -<>ehPe^x>tt) . 
DNA/KU;^^—- if (/yro^esf (^:^) DNA polymerase ; ^Jlittt) ^fflL^r. 
94''C2 ^"-05^, 98''C10 60°C30 72°C1 ^ 30 ff^<J>-^^ ^ 20 lei, i^lx-C 
72°C3 ^05 PGR JRf&^fro fco C (O PGR j^^* 7 x ^ — P P Tl^yUA^ftS L. 
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hiB5lJ#-^ 1 3 -mjim^^ 1 4 vm^Ltz DNA t: BamHI-Xhol T?— fi^if 
^<om<0 DNA ^ Hindi I l-Xhol -e-S^gf Lfco IrI^^^ ^— pcDNA3. 1-CFL (0 
BamHI-Xhol Hindi I l-Xhol SPiilcfiAL. K^CFL-RA2. 
CFL-RA3. CFL-D6PP1L. CFL-DGPP1S. GFL-DGPP2L. CFL-DGPP2S tJg#(t/io 
PCDNA3. 1-CFL It. pcDNAS. 1 (+) e h P i>x <Z> Xhol-Xbal Bmzmm 
#^2 3 & t;iB5iJ#-^ 2 4 An e. JEt -1) 2 SMTh U =f DNA $S A L X 5 K"^ fc 

IB^:^^X5 K(DiB?iJ^i;7^:t^v^-5^— -Si— jSI-cfey. ABI3700 DNA V— 

# 1 . iB5«J#-^ 3 , iB5IJ#-^ 5 . IBJIJS^ 7 . SB^JS-^ 9 . XI*1B5>JS-^ 1 1 
■C^$^l§iB^j35<#?>Hfeo •e*t-r3K05^S0RFiB5lJ$^^Lfeo ^Mfe^^^ 
;txmRA2. RA3, DGPP1L, DGPP1S, DGPP2L. ;Rt; DGPP2S t^SMIt/co 4t^T5 
y^iS9J*-^*L-r*LiE5«JS^2. iB5»J#-^4. iB5«JS#6. IBJiJS-^S. IB^iJS 
#10. &IJ^5>J#-#1 ZlZT^Ltzo i25iJS#2T?a$tLSRA2<D0RFl*357 T 
5/^3bNe)3£i:'Sff«meS^. lB5lJS-#4-^a$*L^RA3fl>0RF 1*101757^ 

fi^htji^i^mm&m'^. mmm^^ e -ea^tt^ dgppil <d orf i* 313 t s y mt-^ 
b if MM s M ^ s mmm^- svm^ti^ dgppi s cd orf i* 264 t 5 y m*^ 
u^biSimm^M^. mJ^m■^^ o'^a$3h.'SD6PP2La) orf 1*291 T5.ymt^^ 

U^ISimWi&m^s -eLriB5lJ##1 2-t?a**t§DGPP2S<D0RF (1*27175/ 





(5' 3|^^rciqiS@^ BamHI 
fe^lM* Hindi 11 ^ISIiB^J 


(5' mm\zummm xhoi 


CFL-RA2 


mmm^ 1 3 


iB9J#-§- 1 4 


CFL-RA3 


iE5iJS# 1 5 


iB5«J##l 6 


Ca-D6PP1L 


iB5JJS-§- 1 7 


iB5iJ#-#l 8 


CFL-DGPP1S 


K^J#-^1 9 


iB5lJ#-^1 8 
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CFL-DGPP2L 


mmm^z o 


mmm^2. 1 


CFL-DGPP2S 






FUG 


ia5>j#-^2 3 





(11^2) Wi^mmmvcomm 

^ ('j7H:7x>7 hT5>; ^^3*t) ^fflL^T. ^#^g^«l::«&L^ 293T SlflS 
(-f>ehPvx>tt) [c-e^t^+tSALfco KSA^ 12-16 BtPsl-eit 

i&$ilJfil^(cS^Ltc^. $P>IC 48-60 B#^1J$^$^ML. m^^mHRLfzo H 
i|XLfcJiiB&(c 50mM Tris pH7.5. 0.25M NaCI, 10% Glycerol. 1% Triton X-1 00, 
ImM EDTA. ImM EGTA. ImM PMSF (->^-7tt) *^e>J^^?S?$$»Dx.r5#filL. x-y 
^>\^)Vy^n.—^mii>m (h5-»X*t) icr 15000 Islfe 15 ^m't>'^<D±m 

taLtz FUG ^^f^^f-Stai* (V':7Xtfi: FUG ^P-:^;^^^* M2 ; 

^SDS/4%~20% T^'J;UTS K^';b (H—fb^^p^Btt) lcam»1cffii (il5c^m 

':fov7-^ >^mmt:mi^X PVDF U7KTtt)(::$K¥Lfco fE^^® 
PVDFM(c:?P'y^x-x C^HS^Samtt) ^^AnL-C^fP-y^r^-JfLtc^s f:?!- 

5^>4bT't7:;^tn: fug =Ey n-±)\.mi^^ ESJ^*3$t;/^~:t^e/^— if^si^x 
I'^x^tfym&o^m^^mmLtzo ra2. dgppiu dgppis. gdpp2l. dgpp2s <o^m 

( RA2:40.1kDa . DGPP1L:34. 3kDa . DGPP1S:29. 5kDa , DGPP2L:32. SkDa. 
DGPP2S:30.4kDa) #iaici4a-r -S/^V K;b^^ai ^^K. ##A«-egfi<lSSS*^ 
mm\^Xl^^:Ltt<t>is^^fz m^) o RA3 p U >^a<D#^^*<ltl^f=:to, 

m%wm±o^mm.tm < i^js^^* (ii. okoa) «fc y *:^#35:53'^»T*m^$ 

tlfc (SI) o 
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fzo mmm.U(OmM{tWar\ga\ lll^(DXU (J Rheumatol. 1999 May : 26 (5) : 1035- 
43) mmWiWL^mm^<ommitZhane mi^<D:$i:m (Arthritis Rheum. 2000 
May :43 (5): 1094-105) (c^jfeofco GU G6(4t WRAS##2«<Z)7iJl3ia^^)M^L 

G6:0. *J :y/mf^1^m:^'Dl^XltQV.2.5^ 66:0. ifa*tifT^(:i-:3t^r(*G1 :2. 0. 

G6:0.5r'feoy=o G7(it K0AE#2jg(Z>7iMsm^^;g^Lf=-9->::^;u-efe^o iPl 

SfilfB^^T— ttHarigai M€),Clin Immunol Immunopathol. 1993 

0ct:69(1) :83-91. (cS-^< t^-^feU . .^)liJm«(Oife^<D^]t^SI!ftLTl^§o 

^SmmxaT— A<lStNG1f*2i^3t(DSSjt*<G6<|: y *,:»^^lx-9->:^;U-efc§o 

Rsu RS2iit hRAS%^i€a),^il^$i^lf$iBa-9->:^;uT'fcy. #a^aRff 

mx=iT— lis ajl3ilfla«M^blcol^Tli RS1:2. RS2:0. 'J >/^lifl&^!^J^&l^ot^ 
Tl± RS1:2. RS2:0, jfilfFSr^lcoiNTI* RS1:3. RS2:2 -^fcofco -ttut)-^ RSI 
i: RS2 a>tbSglCfcl^T. RSI I* RS2 J: y *^5tfl>^igA^*^t^-9->:^^l'-^fci>o 
OAK 0A2 lit h OAll## 1 iS<DitJlS^M^^«-9->3^;u-efe^o 

ABI PRISM 7900HT Sequence Detection System (PE /^^T^j-i/X-r-AXtt) (Jsl 
1^ Prism7900 i:-r<S)(cJ:'5yT;i/a»-f A PGR $ PGR :giai^«St^^*y H SYBR 
Green PGR Master Mix (PE /U^j- vX-r AX4±) $fflt^T^«y h^#OJi5^Slc 

iHSLfco JslTlcPa^M^'So ABI7900 lcJ:-5^»|^(cffll^fc:^^-f I*, IB 

1 1 icaLtciB^JIf^TbNt) Primer Express (PE /^^TsJ-i^X-rAXa) iCfcyiS 
ti-Lfco #3te^a)3^^-r-7-lia2lC:S^Lfco 





:7:i-'7— Kz^^^-rv- 




RA2 


lBJiJS-^a 5 


ia5iJ#-^2 6 
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RA3 


ia^m^2 7 




DGPP1L. 
D6PP1S 




mmm^3 0 


DGPP2L. 
DGPP2S 


ia^j#-^3 1 




G3PDH 


3 


iB5IJ#-^3 4 



Rkmmm^ (gi &i;g6+>->^;u) . okmmmm iGi-^iyyji) . Rhmmm 
tmmmf^ (rsi &t;RS2-9->:^;u) ts^xsokmmumwmmm, coai jslxsom 

•9->:^;U) RNA tttHffllst^ IS06EN(- *y 7K>i?->tt).^fflt^-C± RNA 

(total RNA) tttii^tTofco tti±J(i> M^'^#03^n hzi—Mz^^fzo tttil 

:>J/*£(Dgff^^i5lTlwf2S1''So lOOmg (D;t|g3Sa»lcS*Ls 1ml (D ISOGEN ^ilD^. 

TN^i^-^-'TX*^. 5 ^^gLfco 0.2ml a>>7 P □7tv;i/A (limib^tt) ^JQ^. 

jtjf^3^i'|IMLfco 12000xg -eA'Clzr 15^a)5iil>«>llt^^Tof=o ±jt^lHli|X 
L, 0.5ml <D l-^V^UtKJ-lV (gim^b^tt) ^»Px.. 10 ^HSLfeo 

12000xg 4°C(cr 10 ^^(DitiO^^H^^Toy-Co ±j*$ltt^t=^. 70%x^y-;u 

^ 1ml ira^tco 7500xg 4°C(CT 5 ^^(DitiO^li^fi-^fco mlfe^. 50// 1 7KIC 

ttfflLtc^ RNA (i. DNase ^S^'V H (RNasey Mini kit. RNase-Free DNase 
Set ; ^(zi^FT'tr>tt)$fflt^. :^^A±l? DNase ^ffiS^^rofco VWA<r>^ 

u ha— ;nctifeor^ffla^fTofco Psaa^mTdlEm-r-So ± RNA JtJ^i^TK^Jn 

100/il tLfco 350ml (D^':/ hlc-^^tb-S/^'y "7 T— RLT ^^JD^lt 

IfLfco 250Ail (Dx^ /— ;i/$ilQ^lti^^s ^-y hf::#*JK'S*^A 
(RNeasy mini spin column) (zJln^tco SOOOxg IcT 15 «j>^iDUfco 350// 1 a> 
h(c-^*;K'l)/<*y:7T— RW1 ^Jn^s SOOOxg (CT 15 *!?^iOLtco 
10// 1 (D DNasel X H -y^Jgjgfc 70// 1 hf^-^^tL-S/^-y 3? t— ROD 

^JD^s Mat? 15 ^J'^BLfco 350// 1 <D/<»:/:7T— RW1 $*nx.. SOOOxg ic-C 
15f3>^'OLfco 350// 1 <Df^^y-P7— RW1 $ijn^. SOOOxg ICT 15|j>^»CALfco 
500// 1 K 1=^*^1-5)/ 7 T—RPE $*P^. SOOOxg ICT 15 fj^JtiOLfco 
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500// 1 <D/N*»y:7 7~RPE ^JlHlx.. 15000xg izx 1 ^SSiOLfco 30// I 7K^*n^s 

soooxgfcTi ^5iit>L. ±mk mi^^ntzo 

± RNA ^mmtLtc&.^:¥Rmiz^i)^ cDNA ^ftfigLfco :^ RNA (1//g) ^ 
10// I ^^^^'A'^+ii^-T— (lOOng/// I) (TTi/-\'A:7T;U-7t^T/W^7^^ 

*±lcMl^fco ^ic 32// 1 (D RT J5f5;l^jg^*D^f=„ jl^?3?a)3SiJi£$UlTlc^ 
•r o 5 xFirst-Strand Buffer (250mM Tris-HCI pH8.3, 375niM KOI. 15mM 
MgCU ),10mM DTT. 0. SmM dNTP, Superscript II RNase H" reverse 
transcriptase (800 units) (isil±±r GIBGO BRL*t)o M-^'^. 25°C15 42°C 

Iiuman genomic DNA P >-T--v^tt)<D#IR^5iJs &^l^lt^MM-*^>yjl^<r>M 

-^'TRo^m^m^mi^fzo ^tz. -i^-^yji^^o cdna mmom^miE-t^fzisbs 
^jEmffimmmt lx g3pdh i^m=f-iz'Di^xmm(Df^m.mm^ni\ g3pdh mm 

=f-(Dmmm:^mz^iE{.X. Sfi«JJS^^a)^31M$S:aiLf=o G3PDH icJcyMlE 

Lfz^mB=f-<ommm(D 5 *. . oa mmmm g7 -^i^zfjuh^i^i^ oa jtm^M^ii 

OAI -ii-^zfji^co^mmi-onmm^ 100 t l-c. #-b->^;u. #it4K^a>ffi^w 

mmmmif-^yji- gi (±. oa 7iMiffl^-b->:^;i/ g? fcjtur. ra2. ra3. ra4. 

D6PPK DGPP2 (0^r(7>iHE^=-(D^:K»*<^SlC/CJi LTU^'i) C <!:*<0^ P)7!»n 
ir^Pofco ^fz. RA 7illa^a)a*.2^^^^Jg<75:*:#t^ GI -9->7^;HchbLT. M 

)V RSI li. OA mmmm^nV-lyZfjl. OAI 0A2 icltLT. RA2. RA3. RA4. 
DGPPK M DGPP2 <0±X(Dmm'^(0^mMi!i<mMlzyzmLXl^^Z.tmj^^fi^ 

ttsi-ofzo ^tz. Rkmm^m^mv->yju<o5*> rsi -b-^^^u) 1*. rs2-9->::^ 
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DGPP1 


D6PP2 


RA2 


RA3 


RSI 


273 


762 


4042 


2076 


RS2 


246 


221 


1716 


1136 


0A1 


100 


100 


100 


100 


0A2 


86 


123 


66 


99 



fflL^fc PGR ICJ: y RA ^©raJ^^^fSfflr'^-So 



\>XT<ommm.(J>WL^M.^\^<21'i>\^\t. rArtiticial Sequenceja)l5iB^$iB«-r 
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m <o m m 



1. (1) mmm^2. iB^j#-^4. m^m^e^ ib^j#-^8. ^tzitmrnm^-i 

2. mmm^Zs mmm^^. mmm^e. mmm^s. ■^tzitmrnm^-i ox-a 

4.if^(D|^H3[Z|Bma)7K'J K^^tT^S^^^ ^— o 

T^SA^ii5i|-r-57K';^:^5^ h\ iB5>J##41?a^*l^7'5y^iB5>JlC*5L>Tl 

7.iB5>is#n mmm^3^ mmm^s^ mmm^y^ ^tzitmjim^Qvmts 

8. (1) 1&^#<Z)7&M^:g|-9->>^;Hcfc(t-SH i ) S*a>®ffl3(=IBSa>igSiS 



wo 2004/009626 




PCT/JP2003/009180 



wo 2004/009626 



PCT/JP2003/009180 



1/1 



Fig.l 
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SEQUENCE LISTING 

<110> Yamanouchi Pharmaceutical Co. .Ltd. 
Harlgai, Masayoshi 

<120> RA relating novel gene 

<130> YHA0332-PCT 

<150> JP2002-211951 
<151> 2002-07-22 

<160> 34 

<170> Patent In version 3.1 

<210> 1 

<211> 1074 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(1071) 

<223> Inventor: Takeuchi. Masahiro; Yamaji, Noboru; Takasaki, Jun; 
Akamatsu. Masahiko; Tsunoyama, Kazuhisa; Harigai. Masayoshi 



<400> 1 

atg cag etc agg aat gtg tea gag caa gaa ctg gac age gtg gee atg 48 

Met Gin Leu Arg Asn Val Ser Glu Gin Glu Leu Asp Ser Val Ala Met 

15 10 15 



aag etc ctt eac caa 
Lys Leu Leu His Gin 
20 



gta age aag ctg tgt ggg aag tge age ecc act 
Val Ser Lys Leu Cys Gly Lys Cys Ser Pro Thr 
25 30 



96 
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gac gtg gac ate ctg cag ccc tec tte aae tte ctg tat tgg ago ctt 144 
Asp Val Asp Me Leu Gin Pro Ser Phe Asn Phe Leu Tyr Trp Ser Leu 
35 40 45 

cat cag ace aea ccc ago agt cag aaa aga get get gca gtg etc ctg 192 
His Gin Thr Thr Pro Ser Ser Gin Lys Arg Ala Ala Ala Val Leu Leu 
50 55 60 

age age aca ggc ctg atg gag ctt ctg gag aag atg ctg gcc etc ace 240 
Ser Ser Thr Gly Leu Met Glu Leu Leu Glu Lys Met Leu Ala Leu Thr 
65 70 75 80 

ttg gca aag gca gat tct ccc agg act gca etc etc tge tct gcc tgg 288 
Leu Ala Lys Ala Asp Ser Pro Arg Thr Ala Leu Leu Cys Ser Ala Trp 
85 90 95 

ctg etc act gcc tec tte tct gee cag cag cac aag ggc agt ttg cag 336 
Leu Leu Thr Ala Ser Phe Ser Ala Gin Gin His Lys Gly Ser Leu Gin 
100 105 110 

gtt cac cag aca etc tct gtg gaa atg gac caa gta ttg aag get etc 384 
Val His Gin Thr Leu Ser Val Glu Met Asp Gin Val Leu Lys Ala Leu 
115 120 125 

age ttt cca aag aaa aag get gca eta etc tea get gcc ate tta tgc 432 
Ser Phe Pro Lys Lys Lys Ala Ala Leu Leu Ser Ala Ala Me Leu Oys 
130 135 140 

tte ctg egg aca gcc ctg ega caa age ttt tec tct gcc ctg gta gee 480 
Phe Leu Arg Thr Ala Leu Arg Gin Ser Phe Ser Ser Ala Leu Val Ala 
145 150 155 160 



ctg gtg ccc tea ggg gcc cag cca ctg cca gee ace aag gac act gtc 
Leu Val Pro Ser Gly Ala Gin Pro Leu Pro Ala Thr Lys Asp Thr Val 
165 170 175 



528 
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eta get cca ctg cga atg teg caa gtc egg tee etg gte att ggg etg 576 
Leu Ala Pro Leu Arg Met Ser Gin Val Arg Ser Leu Vai He Gly Leu 
180 185 190 

eag aac ete etg gtg eag aag gac act eta ttg tee eag gee tgt gtt 624 
Gin Asn Leu Leu Val Gin Lys Asp Pro Leu Leu Ser Gin Ala Cys Val 
195 200 205 

ggc tgc ctg gag gee ttg ctt gac tac ctg gat gcc egg age cca gac 672 
Gly Cys Leu Glu Ala Leu Leu Asp Tyr Leu Asp Ala Arg Ser Pro Asp 
210 215 220 

att get etc cac gtg gcc tec cag cet tgg aat egg ttt ttg etg ttt 720 
lie Ala Leu His Val Ala Ser Gin Pro Trp Asn Arg Phe Leu Leu Phe 
225 230 235 240 

acc ete ttg gat get gga gag aat tec tte etc aga cet gag att ttg 768 
Thr Leu Leu Asp Ala Gly Glu Asn Ser Phe Leu Arg Pro Glu Me Leu 
245 250 255 

agg etc atg acc ctg ttt atg egg tac egg agt age agt gtc etc tet 816 
Arg Leu Met Thr Leu Phe Met Arg Tyr Arg Ser Ser Ser Val Leu Ser 
260 265 270 

eat gaa gag gtg ggt gat gtt etg caa ggt gtg get ttg get gac ctg 864 
His Glu Glu Val Gly Asp Val Leu Gin Gly Val Ala Leu Ala Asp Leu 
275 280 285 

tot acc ete teg aac ace aca etc cag gcc ctg eat ggc tte tte cag 912 
Ser Thr Leu Ser Asn Thr Thr Leu Gin Ala Leu His Gly Phe Phe Gin 
290 295 300 



cag etc eag age atg gga cac ctg get gac cac age atg gee eag acc 
Gin Leu Gin Ser Met Gly His Leu Ala Asp His Ser Met Ala Gin Thr 
305 310 315 320 



960 
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ctg cag gcc tec ttg gag ggc ctt ccc cct age acc tec tea ggc cag 1008 
Leu Gin Ala Ser Leu Glu Gly Leu Pro Pro Ser Thr Ser Ser Gly Gin 
325 330 335 

cca ccc ctg cag gac atg etc tgc ctg gga ggg gtg get gta tec ctg 1056 
Pro Pro Leu Gin Asp Met Leu Cys Leu Gly Gly Val Ala Val Ser Leu 
340 345 350 

tec cac ate aga aac tga 1074 
Ser His He Arg Asn 
355 



<210> 2 

<211> 357 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Gin Leu Arg Asn Vai Ser Glu Gin Glu Leu Asp Ser Val Ala Met 
1 5 ■ 10 15 



Lys Leu Leu His Gin Val Ser Lys Leu Cys Gly Lys Cys Ser Pro Thr 
20 25 30 



Asp Val Asp He Leu Gin Pro Ser Phe Asn Phe Leu Tyr Trp Ser Leu 
35 40 45 



His Gin Thr Thr Pro Ser Ser Gin Lys Arg Ala Ala Ala Val Leu Leu 
50 55 60 
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Ser Ser Thr Gly Leu Met Glu Leu Leu Glu Lys Met Leu Aia Leu Thr 
65 70 75 80 



Leu Ala Lys Ala Asp Ser Pro Arg Thr Ala Leu Leu Cys Ser Ala Trp 
85 90 95 



Leu Leu Thr Ala Ser Phe Ser Aia Gin Gin His Lys Gly Ser Leu Gin 
100 105 110 



Val His Gin Thr Leu Ser Val Glu Met Asp Gin Val Leu Lys Ala Leu 
115 120 125 



Ser Phe Pro Lys Lys Lys Ala Ala Leu Leu Ser Ala Ala lie Leu Cys 
130 135 140 



Phe Leu Arg Thr Ala Leu Arg Gin Ser Phe Ser Ser Ala Leu Val Ala 
145 150 155 160 



Leu Val Pro Ser Gly Ala Gin Pro Leu Pro Ala Thr Lys Asp Thr Val 
165 170 175 



Leu Ala Pro Leu Arg Met Ser Gin Val Arg Ser Leu Val lie Gly Leu 
180 185 190 



Gin Asn Leu Leu Val Gin Lys Asp Pro Leu Leu Ser Gin Ala Cys Val 
195 200 205 
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Gly Cys Leu Glu Ala Leu Leu Asp Tyr Leu Asp Ala Arg Ser Pro Asp 
210 215 220 



Me Ala Leu His Val Ala Ser Gin Pro Trp Asn Arg Phe Leu Leu Phe 
225 230 235 240 



Thr Leu Leu Asp Ala Gly Giu Asn Ser Phe Leu Arg Pro Glu lie Leu 
245 250 255 



Arg Leu Met Thr Leu Phe Met Arg Tyr Arg Ser Ser Ser Val Leu Ser 
260 265 270 



His Glu Glu Val Gly Asp Val Leu Gin Gly Val Ala Leu Ala Asp Leu 
275 280 285 



Ser Thr Leu Ser Asn Thr Thr Leu Gin Ala Leu His Gly Phe Phe Gin 
290 295 300 



Gin Leu Gin Ser Met Gly His Leu Ala Asp His Ser Met Ala Gin Thr 
305 310 315 320 



Leu Gin Ala Ser Leu Glu Gly Leu Pro Pro Ser Thr Ser Ser Gly Gin 
325 330 335 



Pro Pro Leu Gin Asp Met Leu Cys Leu Gly Gly Val Ala Val Ser Leu 
340 345 350 
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Ser His I le Arg Asn 
355 



<210> 3 

<211> 306 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 
<222> (1)..(303) 
<223> 

<400> 3 

atg cct aga agg gga coa caa cag act oga cag gat coa ccg gtt ggg 48 
Met Pro Arg Arg Gly Pro Gin Gin Thr Arg Gin Asp Pro Pro Val Gly 
15 10 15 

coc aag gca gga gga agg gog gcg ceo oca aac tec. cag gac gcc tgc 96 
Pro Lys Ala Gly Giy Arg Ala Ala Pro Pro Asn Ser Gin Asp Ala Oys 
20 25 30 

ago acc ccc cac gcg ccg etc tec gcc tct ggg gag cat cct gcc acc 144 
Ser Thr Pro His Ala Pro Leu Ser Ala Ser Gly Glu His Pro Ala Thr 
35 40 45 

ccc cga cac aca cac ccc ggc tac ate ccg cct tct cac get tgg tea 192 
Pro Arg His Thr His Pro Gly Tyr lie Pro Pro Ser His Ala Trp Ser 
50 55 60 

ggc get ctg gag atg teg gag ate cag get ttt cct aaa gag tea gga 240 
Gly Ala Leu Glu Met Ser Glu lie Gin Ala Phe Pro Lys Glu Ser Gly 
65 70 75 80 
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ttg gaa ggc gga etc cca ccg ttt get gag etc cac atg aca aca gea 288 

Leu Glu Gly Gly Leu Pro Pro Phe Ala Glu Leu His Met Thr Thr Ala 
85 90 95 

gac gac agg ccg cac tga 306 
Asp Asp Arg Pro His 
100 



<210> 4 

<211> 101 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Met Pro Arg Arg Gly Pro Gin Gin Thr Arg Gin Asp Pro Pro Val Gly 
15 10 15 



Pro Lys Ala Gly Gly Arg Ala Ala Pro Pro Asn Ser Gin Asp Ala Cys 
20 25 30 



Ser Thr Pro His Ala Pro Leu Ser Ala Ser Gly Glu His Pro Ala Thr 
35 40 45 



Pro Arg His Thr His Pro Gly Tyr I le Pro Pro Ser His Ala Trp Ser 
50 55 60 



Gly Ala Leu Glu Met Ser Glu lie Gin Ala Phe Pro Lys Glu Ser Gly 
65 70 75 80 
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Leu Glu Gly Gly Leu Pro Pro Phe Ala Glu Leu His Met Thr Thr Ala 
85 90 95 



Asp Asp Arg Pro His 
100 



<210> 5 

<211> 942 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(939) 
<223> 

<400> 5 

atg COG tog goa cag cog coa ggc cgt ctt cot ggg gag cog cog gag 48 
Met Pro Ser Ala Gin Pro Pro Gly Arg Leu Pro Gly Glu Pro Pro Glu 
1 5 10 15 

cgc ggg caa ctg gga gag ggg gcg gtg coo agt toe egg ccc ggc cct 96 
Arg Gly Gin Leu Gly Glu Gly Ala Val Pro Ser Ser Arg Pro Gly Pro 
20 25 30 

ccc cgc gga ggt ggc cac gtc age gca gcg teg etc gga get cgc ggc 144 
Pro Arg Gly Gly Gly His Val Ser Ala Ala Ser Leu Gly Ala Arg Gly 
35 40 45 

egg atg ggg aag gcg gcg gcg gcg gtg gee ttt ggg gee gaa gtg ggc 192 
Arg Met Gly Lys Ala Ala Ala Ala Val Ala Phe Gly Ala Glu Val Gly 
50 55 60 



gtg egg etc gcg ctg ttc gcg gee tte ctg gtg acg gag ctg etc cee 240 
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Val Arg Leu Ala Leu Phe Ala Ala Phe Leu Val Thr Glu Leu Leu Pro 
65 70 75 80 

ccg ttc cag aga etc ate eag eeg gag gag atg tgg etc tac egg aac 288 
Pro Phe Gin Arg Leu lie Gin Pro Glu Glu Met Trp Leu Tyr Arg Asn 
85 90 95 

cce tac gtg gag gcg gag tat tte eee ace aag ccg atg ttt gtt att 336 
Pro Tyr Val Glu Ala Glu Tyr Phe Pro Thr Lys Pro Met Phe Val Me 
100 105 110 

gca ttt etc tot coa ctg tct ctg ate tte ctg gee aaa ttt etc aag 384 
Ala Phe Leu Ser Pro Leu Ser Leu lie Phe Leu Ala Lys Phe Leu Lys 
115 120 125 

aag gca gac aca aga gae age aga caa gee tgc ctg get gee age ctt 432 
Lys Ala Asp Thr Arg Asp Ser Arg Gin Ala Cys Leu Ala Ala Ser Leu 
130 135 140 

gee ctg get ctg aat gge gte ttt ace aac aca ata aaa ctg ate gta 480 
Ala Leu Ala Leu Asn Gly Val Phe Thr Asn Thr I le Lys Leu I le Val 
145 150 155 160 

ggg agg eea egc cca gat ttc ttc tac cgc tgc tte ect gat ggg eta 528 
Gly Arg Pro Arg Pro Asp Phe Phe Tyr Arg Cys Phe Pro Asp Gly Leu 
165 170 175 

gee cat tct gac ttg atg tgt aca ggg gat aag gae gtg gtg aat gag 576 
Ala His Ser Asp Leu Met Cys Thr Gly Asp Lys Asp Val Val Asn Glu 
180 185 190 

gge cga aag age tte eee agt gga cat tct tec ttt gca ttt get ggt 624 
Gly Arg Lys Ser Phe Pro Ser Gly His Ser Ser Phe Ala Phe Ala Gly 
195 200 205 



ctg gee ttt gcg tec ttc tac ctg gca ggg aag tta cac tgc tte aca 



672 
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Leu Ala Phe Ala Ser Phe Tyr Leu Ala Gly Lys Leu His Cys Phe Thr 
210 215 220 

cca caa ggc cgt ggg aaa tct tgg agg ttc tgt gcc ttt ctg tea cot 720 
Pro Gin Gly Arg Gly Lys Ser Trp Arg Phe Cys Ala Phe Leu Ser Pro 
225 230 235 240 

eta ctt ttt gca get gtg att gea ctg tee cge aea tgt gac tae aag 768 
Leu Leu Phe Ala Ala Val lie Ala Leu Ser Arg Thr Cys Asp Tyr Lys 
245 250 255 

cat cac tgg caa gat gta eta gtt gga tec atg att gga atg aca ttt 816 
His His Trp Gin Asp Val Leu Val Gly Ser Met lie Gly Met Thr Phe 
260 265 270 

gee tat gtc tge tat egg cag tat tat cet cot ctg act gat gca gaa 864 
Ala Tyr Val Cys Tyr Arg Gin Tyr Tyr Pro Pro Leu Thr Asp Ala Qlu 
275 280 285 

tge cat aaa cca ttt caa gac aaa ctt gta ctt tec act gca cag aag 912 
Cys His Lys Pro Phe Gin Asp Lys Leu Val Leu Ser Thr Ala Gin Lys 
290 295 300 

cet ggg gat tct tat tgt ttt gat att taa 942 
Pro Gly Asp Ser Tyr Cys Phe Asp Me 
305 310 



<210> 6 

<211> 313 

<212> PRT 

<213> Homo sapiens 

<400> 6 



Met Pro Ser Ala Gin Pro Pro Gly Arg Leu Pro Gly Glu Pro Pro Glu 
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10 15 



Arg Gly Gin Leu Gly GIu Gly Ala Val Pro Ser Ser Arg Pro Gly Pro 
20 25 30 



Pro Arg Gly Gly Gly His Val Ser Ala Ala Ser Leu Gly Ala Arg Gly 
35 40 45 



Arg Met Gly Lys Ala Ala Ala Ala Val Ala Phe Gly Ala GIu Val Gly 
50 55 60 



Val Arg Leu Ala Leu Phe Ala Ala Phe Leu Val Thr GIu Leu Leu Pro 
65 70 75 80 



Pro Phe Gin Arg Leu Me Gin Pro GIu GIu Met Trp Leu Tyr Arg Asn 
85 90 95 



Pro Tyr Val GIu Ala GIu Tyr Phe Pro Thr Lys Pro Met Phe Val He 
100 105 110 



Ala Phe Leu Ser Pro Leu Ser Leu lie Phe Leu Ala Lys Phe Leu Lys 
115 120 125 



Lys Ala Asp Thr Arg Asp Ser Arg Gin Ala Gys Leu Ala Ala Ser Leu 
130 135 140 



Ala Leu Ala Leu Asn Gly Val Phe Thr Asn Thr Me Lys Leu Me Val 
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145 150 155 160 



Gly Arg Pro Arg Pro Asp Phe Phe Tyr Arg Cys Phe Pro Asp Gly Leu 
165 170 175 



Ala His Ser Asp Leu Met Cys Thr Gly Asp Lys Asp Val Val Asn Glu 
180 185 190 



Gly Arg Lys Ser Phe Pro Ser Gly His Ser Ser Phe Ala Phe Ala Gly 
195 200 205 



Leu Ala Phe Ala Ser Phe Tyr Leu Ala Gly Lys Leu His Cys Phe Thr 
210 215 220 



Pro Gin Gly Arg Gly Lys Ser Trp Arg Phe Cys Ala Phe Leu Ser Pro 
225 230 235 240 



Leu Leu Phe Ala Ala Val Me Ala Leu Ser Arg Thr Cys Asp Tyr Lys 
245 250 255 



His His Trp Gin Asp Val Leu Val Gly Ser Met lie Gly Met Thr Phe 
260 265 270 



Ala Tyr Val Cys Tyr Arg Gin Tyr Tyr Pro Pro Leu Thr Asp Ala Glu 
275 280 285 



Cys His Lys Pro Phe Gin Asp Lys Leu Val Leu Ser Thr Ala Gin Lys 
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290 295 300 



Pro Gly Asp Ser Tyr Gys Phe Asp He 
305 310 



<210> 7 

<211> 795 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 
<222> (1)..(792) 
<223> 

<400> 7 

atg ggg aag gcg gcg gog gog gtg gcc ttt ggg gcc gaa gtg ggc gtg 48 
Met Gly Lys Ala Ala Ala Ala Val Ala Phe Gly Ala Glu Val Gly Val 
15 10 15 

egg etc gcg ctg tte gcg gcc ttc ctg gtg acg gag ctg etc ecc ceg 96 
Arg Leu Ala Leu Phe Ala Ala Phe Leu Val Thr Glu Leu Leu Pro Pro 
20 25 30 

ttc cag aga etc ate cag ceg gag gag atg tgg etc tac egg aac ecc 144 
Phe Gin Arg Leu He Gin Pro Glu Glu Met Trp Leu Tyr Arg Asn Pro 
35 40 45 

tac gtg gag gcg gag tat ttc ecc ace aag ceg atg ttt gtt att gea 192 
Tyr Val Glu Ala Glu Tyr Phe Pro Thr Lys Pro Met Phe Val He Ala 
50 55 60 



ttt etc tet eca ctg tct ctg ate ttc ctg gcc aaa ttt etc aag aag 240 
Phe Leu Ser Pro Leu Ser Leu He Phe Leu Ala Lys Phe Leu Lys Lys 
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65 70 75 80 

gca gac aca aga gac age aga caa gcc tgc ctg get gcc age ctt gee 288 
Ala Asp Thr Arg Asp Ser Arg Gin Ala Cys Leu Ala Ala Ser Leu Ala 
85 90 95 

ctg get ctg aat ggc gte ttt aec aac aca ata aaa ctg ate gta ggg 336 
Leu Ala Leu Asn Gly Val Phe Thr Asn Thr lie Lys Leu lie Val Gly 
100 105 110 

agg oca cgc cca gat ttc ttc tac cgc tgc ttc cct gat ggg eta gcc 384 
Arg Pro Arg Pro Asp Phe Phe Tyr Arg Cys Phe Pro Asp Gly Leu Ala 
115 120 125 

cat tet gac ttg atg tgt aca ggg gat aag gac gtg gtg aat gag ggc 432 
His Ser Asp Leu Met Cys Thr Gly Asp Lys Asp Val Val Asn Glu Gly 
130 135 140 

cga aag age ttc cee agt gga cat tct tec ttt gca ttt get ggt ctg 480 
Arg Lys Ser Phe Pro Ser Gly His Ser Ser Phe Ala Phe Ala Gly Leu 
145 150 155 160 

gcc ttt gcg tec ttc tac ctg gca ggg aag tta cac tgc ttc aca cca 528 
Ala Phe Ala Ser Phe Tyr Leu Ala Gly Lys Leu His Cys Phe Thr Pro 
165 170 175 

caa ggc egt ggg aaa tct tgg agg ttc tgt gcc ttt ctg tea cct eta 576 
Gin Gly Arg Gly Lys Ser Trp Arg Phe Cys Ala Phe Leu Ser Pro Leu 
180 185 190 

ctt ttt gca get gtg att gca ctg tec cgc aca tgt gac tac aag cat 624 
Leu Phe Ala Ala Val Me Ala Leu Ser Arg Thr Cys Asp Tyr Lys His 
195 200 205 



cac tgg caa gat gta eta gtt gga tec atg att gga atg aca ttt gee 
His Trp Gin Asp Val Leu Val Gly Ser Met Me Gly Met Thr Phe Ala 



672 



wo 2004/009626 




PCT/JP2003/009180 



16/34 



210 215 220 

tat gtc tgc tat egg cag tat tat cot cct ctg act gat gca gaa tgc 720 
Tyr Val Cys Tyr Arg Gin Tyr Tyr Pro Pro Leu Thr Asp Ala Glu Cys 
225 230 235 240 

oat aaa oca ttt caa gac aaa ctt gta ctt tec act gca cag aag cct 768 
His Lys Pro Phe Gin Asp Lys Leu Val Leu Ser Thr Ala Gin Lys Pro 
245 250 255 

ggg gat tct tat tgt ttt gat att taa 795 
Gly Asp Ser Tyr Cys Phe Asp lie 
260 



<210> 8 

<211> 264 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Met Gly Lys Ala Ala Ala Ala Val Ala Phe Gly Ala Glu Val Gly Val 
15 10 15 



Arg Leu Ala Leu Phe Ala Ala Phe Leu Val Thr Glu Leu Leu Pro Pro 
20 25 30 



Phe Gin Arg Leu lie Gin Pro Glu Glu Met Trp Leu Tyr Arg Asn Pro 
35 40 45 



Tyr Val Glu Ala Glu Tyr Phe Pro Thr Lys Pro Met Phe Val Me Ala 
50 55 60 
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Phe Leu Ser Pro Leu Ser Leu lie Phe Leu Ala Lys Phe Leu Lys Lys 
65 70 75 80 



Ala Asp Thr Arg Asp Ser Arg Gin Ala Cys Leu Ala Ala Ser Leu Ala 
85 90 95 



Leu Ala Leu Asn Gly Val Phe Thr Asn Thr lie Lys Leu Me Val Gly 
100 105 110 



Arg Pro Arg Pro Asp Phe Phe Tyr Arg Cys Phe Pro Asp Gly Leu Ala 
115 120 125 



His Ser Asp Leu Met Cys Thr Gly Asp Lys Asp Val Val Asn Glu Gly 
130 135 140 



Arg Lys Ser Phe Pro Ser Gly His Ser Ser Phe Ala Phe Ala Gly Leu 
145 150 155 160 



Ala Phe Ala Ser Phe Tyr Leu Ala Gly Lys Leu His Cys Phe Thr Pro 
165 170 175 



Gin Gly Arg Gly Lys Ser Trp Arg Phe Cys Ala Phe Leu Ser Pro Leu 
180 185 190 



Leu Phe Ala Ala Val I le Ala Leu Ser Arg Thr Cys Asp Tyr Lys His 
195 200 205 
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His Trp Gin Asp Val Leu Val Gly Ser Met lie Gly Met Thr Phe Ala 
210 215 220 



Tyr Val Cys Tyr Arg Gin Tyr Tyr Pro Pro Leu Thr Asp Ala Glu Cys 
225 230 235 240 



His Lys Pro Phe Gin Asp Lys Leu Val Leu Ser Thr Ala Gin Lys Pro 
245 250 255 



Gly Asp Ser Tyr Cys Phe Asp He 
260 



<210> 9 

<211> 876 

<212> DNA 

<213> Homo sap. lens 

<220> 

<221> CDS 

<222> (1)..(873) 
<223> 

<400> 9 

atg get gcg gga goo gcg gag age ace age tgt egc cge ggg age tge 48 

Met Ala Ala Gly Ala Ala Glu Ser Thr Ser Cys Arg Arg Gly Ser Cys 
15 10 15 



tec gge egc ace atg egg gag ctg gee att gag ate ggg gtg cga gcc 
Ser Gly Arg Thr Met Arg Glu Leu Ala lie Glu Me Gly Val Arg Ala 
20 25 30 



96 
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ctg etc ttc gga gtc ttc gtt ttt aca gag ttt ttg gat ccg ttc cag 144 
Leu Leu Phe 6ly Val Phe Val Phe Thr Glu Phe Leu Asp Pro Phe Gin 
35 40 45 

aga gtc ate cag oca gaa gag ate tgg etc tat aaa aat cet ttg gtg 192 
Arg Val lie Gin Pro Glu Glu He Trp Leu Tyr Lys Asn Pro Leu Val 
50 55 60 

caa tea gat aae ata ect aec ege ete atg ttt gea att tet ttc etc 240 
Gin Ser Asp Asn I le Pro Thr Arg Leu Met Phe Ala lie Ser Phe Leu 
65 70 75 80 

aca ecc ctg get gtt att tgt gtg gtg aaa att ate egg ega aca gae 288 
Thr Pre Leu Ala Val I le Cys Val Val Lys He He Arg Arg Thr Asp 
85 90 95 

aag act gaa att aag gaa gee ttc tta gcg gtg tec ttg get ett get 336 
Lys Thr Glu He Lys Glu Ala Phe Leu Ala Val Ser Leu Ala Leu Ala 
100 105 110 

ttg aat gga gtc tgc aca aac act att aaa tta ata gtg gga aga cet 384 
Leu Asn Gly Val Cys Thr Asn Thr He Lys Leu He Val Gly Arg Pro 
115 120 125 

ege ecc gat ttc ttt tac ege tgc ttt cea gat gga gtg atg aac teg 432 
Arg Pro Asp Phe Phe Tyr Arg Cys Phe Pro Asp Gly Val Met Asn Ser 
130 135 140 

gaa atg eat tgc aca ggt gae cec gat ctg gtg tee gag ggc ege aaa 480 
Glu Met His Cys Thr Gly Asp Pro Asp Leu Val Ser Glu Gly Arg Lys 
145 150 155 160 
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age ttc ecc age ate cat tec tec ttt gee ttt teg ggc ett ggc ttc 
Ser Phe Pro Ser I le His Ser Ser Phe Ala Phe Ser Gly Leu Gly Phe 
165 170 175 



528 
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acg acg ttc tac ttg gcg ggc aag ctg cac tgc ttc acc gag agt ggg 
Thr Thr Phe Tyr Leu Ala Gly Lys Leu His Cys Phe Thr Glu Ser Gly 
180 185 190 



576 



egg gga aag age tgg egg etc tgt get gee ate etg ece ttg tae tge 
Arg Gly Lys Ser Trp Arg Leu Cys Ala Ala I le Leu Pro Leu Tyr Cys 
195 200 205 



624 



gee atg atg att gee etg tec cgc atg tgc gae tac aag cat cac tgg 
Ala Met Met lie Ala Leu Ser Arg Met Cys Asp Tyr Lys His His Trp 
210 215 220 



672 



caa gat tec ttt gtg ggt gga gtc ate ggc etc att ttt gca tac att 
Gin Asp Ser Phe Val Gly Gly Val lie Gly Leu lie Phe Ala Tyr lie 
225 230 235 240 



720 



tgc tac aga cag cac tat cct ect ctg gee aac aca get tgc eat aaa 
Cys Tyr Arg Gin His Tyr Pro Pro Leu Ala Asn Thr Ala Cys His Lys 
245 250 255 



768 



ece tac gtt agt etg ega gtc cea gee tea etg aag aaa gag gag agg 
Pro Tyr Val Ser Leu Arg Val Pro Ala Ser Leu Lys Lys Glu Glu Arg 
260 265 270 



816 



ece aca get gae age gea ece age ttg cct ctg gag ggg ate acc gaa 
Pro Thr Ala Asp Ser Ala Pro Ser Leu Pro Leu Glu Gly Me Thr Glu 
275 280 285 



864 



ggc ccg gta tga 
Gly Pro Val 
290 



876 



<210> 10 
<211> 291 
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<212> PRT 

<213> Homo sapiens 

<400> 10 

Met Ala Ala Gly Ala Ala Glu Ser Thr Ser Cys Arg Arg Gly Ser Cys 
15 10 15 



Ser Gly Arg Thr Met Arg Glu Leu Ala lie Glu lie Gly Val Arg Ala 
20 25 30 



Leu Leu Phe Gly Val Phe Val Phe Thr Glu Phe Leu Asp Pro Phe Gin 
35 40 45 



Arg Val He Gin Pro Glu Glu Me Trp Leu Tyr Lys Asn Pro Leu Val 
50 55 60 



Gin Ser Asp Asn Me Pro Thr Arg Leu Met Phe Ala Me Ser Phe Leu 
65 70 75 80 



Thr Pro Leu Ala Val Me Cys Val Val Lys Me Me Arg Arg Thr Asp 
85 90 95 



Lys Thr Glu Me Lys Glu Ala Phe Leu Ala Val Ser Leu Ala Leu Ala 
100 105 110 



Leu Asn Gly Val Cys Thr Asn Thr Me Lys Leu Me Val Gly Arg Pro 
115 120 125 
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Arg Pro Asp Phe Phe Tyr Arg Cys Phe Pro Asp Gly Val Met Asn Ser 
130 135 140 



Glu Met His Cys Thr Gly Asp Pro Asp Leu Val Ser Glu Gly Arg Lys 
145 150 155 160 



Ser Phe Pro Ser lie His Ser Ser Phe Ala Phe Ser Gly Leu Gly Phe 
165 170 175 



Thr Thr Phe Tyr Leu Ala Gly Lys Leu His Cys Phe Thr Glu Ser Gly 
180 185 190 



Arg Gly Lys Ser Trp Arg Leu Cys Ala Ala lie Leu Pro Leu Tyr Cys 
195 200 205 



Ala Met Met Me Ala Leu Ser Arg Met Cys Asp Tyr Lys His His Trp 
210 215 220 



Gin Asp Ser Phe Val Gly Gly Val lie Gly Leu lie Phe Ala Tyr lie 
225 230 235 240 



Cys Tyr Arg Gin His Tyr Pro Pro Leu Ala Asn Thr Ala Cys His Lys 
245 250 255 



Pro Tyr Val Ser Leu Arg Val Pro Ala Ser Leu Lys Lys Glu Glu Arg 
260 265 270 



wo 2004/009626 PCT/JP2003/009180 

23/34 

Pro Thr Ala Asp Ser Ala Pro Ser Leu Pro Leu Glu Gly lie Thr Glu 
275 280 285 



Gly Pro Val 
290 



<210> 11 

<211> 816 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 
<222> (1)..(813) 
<223> 

<400> 11 

atg egg gag ctg gcc att gag ate ggg gtg cga gee etg etc ttc gga 48 
Met Arg Glu Leu Ala lie Glu Me Gly Val Arg Ala Leu Leu Phe Gly 
15 10 15 

gte ttc gtt ttt aea gag ttt ttg gat ccg ttc eag aga gtc ate cag 96 
Val Phe Val Phe Thr Glu Phe Leu Asp Pro Phe Gin Arg Val lie Gin 
20 25 30 

cca gaa gag ate tgg etc tat aaa aat cet ttg gtg caa tea gat aac 144 
Pro Glu Glu lie Trp Leu Tyr Lys Asn Pro Leu Val Gin Ser Asp Asn 
35 40 45 



ata cet ace cgc etc atg ttt gca att tet ttc etc aea cec ctg get 
lie Pro Thr Arg Leu Met Phe Ala lie Ser Phe Leu Thr Pro Leu Ala 
50 55 60 
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gtt att tgt gtg gtg aaa att ate egg cga aca gac aag act gaa att 240 
Val Me Gys Val Val Lys lie lie Arg Arg Thr Asp Lys Thr Glu Me 
65 70 75 80 

aag gaa gcc ttc tta gcg gtg tec ttg get ctt get ttg aat gga gtc 288 
Lys Glu Ala Phe Leu Ala Val Ser Leu Ala Leu Ala Leu Asn Gly Val 
85 90 95 

tgc aca aac act att aaa tta ata gtg gga aga cet cgc ecc gat ttc 336 
Cys Thr Asn Thr Me Lys Leu I le Val Gly Arg Pro Arg Pro Asp Phe 
100 105 110 

ttt tae cgc tgc ttt eea gat gga gtg atg aac teg gaa atg cat tgc 384 
Phe Tyr Arg Gys Phe Pro Asp Gly Val Met Asn Ser Glu Met His Gys 
115 120 125 

aca ggt gac cce gat etg gtg tec gag gge cgc aaa age ttc ecc age 432 
Thr Gly Asp Pro Asp Leu Val Ser Glu Gly Arg Lys Ser Phe Pro Ser 
130 135 140 

ate eat tee tee ttt gee ttt teg gge ett gge ttc aeg acg ttc tae 480 
Me His Ser Ser Phe Ala Phe Ser Gly Leu Gly Phe Thr Thr Phe Tyr 
145 150 155 160 

ttg gcg gge aag etg cae tgc ttc ace gag agt ggg egg gga aag age 528 
Leu Ala Gly Lys Leu His Cys Phe Thr Glu Ser Gly Arg Gly Lys Ser 
165 170 175 

tgg egg etc tgt get gee ate etg ecc ttg tae tgc gcc atg atg att 576 
Trp Arg Leu Cys Ala Ala lie Leu Pro Leu Tyr Cys Ala Met Met Me 
180 185 190 

gcc etg tec cgc atg tgc gac tae aag cat cae tgg caa gat tee ttt 624 
Ala Leu Ser Arg Met Cys Asp Tyr Lys His His Trp Gin Asp Ser Phe 
195 200 205 
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gtg ggt gga gtc ate ggc etc att ttt gca tac att tgc tac aga cag 
Val Gly Gly Val He Gly Leu lie Phe Ala Tyr lie Cys Tyr Arg Gin 
210 215 220 



ctg cga gtc cca gcc tea ctg aag aaa gag gag agg ccc aca get gae 
Leu Arg Val Pro Ala Ser Leu Lys Lys Glu Glu Arg Pro Thr Ala Asp 
245 250 255 

age gca ccc age ttg cct ctg gag ggg ate acc gaa ggc ceg gta tga 
Ser Ala Pro Ser Leu Pro Leu Glu Gly lie Thr Glu Gly Pro Val 
260 265 270 



<210> 12 

<211> 271 

<212> PRT 

<213> Homo sapiens 

<400> 12 

Met Arg Glu Leu Ala Me Glu He Gly Val Arg Ala Leu Leu Phe Gly 
15 10 15 



Val Phe Val Phe Thr Glu Phe Leu Asp Pro Phe Gin Arg Val I le Gin 
20 25 30 



672 



cac tat cct cct ctg gcc aac aca get tgc cat aaa ccc tac gtt agt 720 
His Tyr Pro Pro Leu Ala Asn Thr Ala Cys His Lys Pro Tyr Val Ser 
225 230 235 240 



768 



816 



Pro Glu Glu He Trp Leu Tyr Lys Asn Pro Leu Val Gin Ser Asp Asn 
35 40 45 
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le Pro Thr Arg Leu Met Phe Ala lie Ser Phe Leu Thr Pro Leu Ala 

50 55 60 



Val lie Cys Val Val Lys lie lie Arg Arg Thr Asp Lys Thr 6lu lie 
65 70 75 80 



Lys Glu Ala Phe Leu Ala Val Ser Leu Ala Leu Ala Leu Asn Gly Val 
85 90 95 



Cys Thr Asn Thr He Lys Leu lie Val Gly Arg Pro Arg Pro Asp Phe 
100 105 110 



Phe Tyr Arg Cys Phe Pro Asp Gly Val Met Asn Ser Glu Met His Cys 
115 120 125 



Thr Gly Asp Pro Asp Leu Val Ser Glu Gly Arg Lys Ser Phe Pro Ser 
130 135 140 



lie His Ser Ser Phe Ala Phe Ser Gly Leu Gly Phe Thr Thr Phe Tyr 
145 150 155 160 



Leu Ala Gly Lys Leu His Cys Phe Thr Glu Ser Gly Arg Gly Lys Ser 
165 170 175 



Trp Arg Leu Cys Ala Ala lie Leu Pro Leu Tyr Cys Ala Met Met He 
180 185 190 
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Ala Leu Ser Arg Met Cys Asp Tyr Lys His His Trp Gin Asp Ser Phe 
195 200 205 



Val 6ly Gly Val Me Gly Leu He Plie Ala Tyr Me Cys Tyr Arg Gin 
210 215 220 



His Tyr Pro Pro Leu Ala Asn Thr Ala Cys His Lys Pro Tyr Val Ser 
225 230 235 240 

Leu Arg Val Pro Ala Ser Leu Lys Lys Glu Glu Arg Pro Thr Ala Asp 
245 250 255 



Ser Ala Pro Ser Leu Pro Leu Glu Gly Me Thr Glu Gly Pro Val 
260 265 270 



<210> 13 

<211> 37 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially 
synthesized primer sequence 

<400> 13 

cgcgcggatc cgccaccatg cagctcagga atgtgtc 



<210> 14 
<211> 31 
<212> DNA 
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<213> Artificial 
<220> 

<223> Description of Artificial Sequence:an artificial ly 
synthesized primer sequence 

<400> 14 

gcgcgctcga ggtttctgat gtgggacagg g 31 



<210> 15 

<211> 37 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificial ly 
synthesized primer sequence 

<400> 15 

gcgcgaagct tgccaccatg cctagaaggg gaccaca 37 



<210> 16 

<211> 30 

<212> DNA 

<213> Artificial 



<220> 

<223> Description of Artificial Sequenceian artificially 
synthesized primer sequence 



<400> 16 

gcgcgctcga ggtgcggcct gtcgtctgct 



30 
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<210> 17 
<211> 35 
<212> DNA 
<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially 
synthesized primer sequence 

<400> 17 

gcgcgaagct tgccaccatg ccctcggcac agccg 35 



<210> 18 

<211> 35 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificial ly 
synthes i zed pr i mer . sequence 

<400> 18 

gcgcgctcga gaatatcaaa acaataagaa tcccc 35 



<210> 19 

<211> 35 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequenceian artificial ly 
synthesized primer sequence 



<400> 



19 
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gcgcgaagct tgccaccatg gggaaggcgg cggcg 



PCT/JP2003/009180 



35 



<210> 20 

<211> 35 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially 
synthesized primer sequence 

<400> 20 

gcgcgaagct tgccaccatg gctgcgggag ccgcg 35 



<210> 21 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence'.an artificially 
synthesized primer sequence 

<400> 21 

gcgcgctcga gtaccgggcc ttcggtgatc 



<210> 22 

<211> 36 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence'.an artificially 
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synthesized primer sequence 

<400> 22 

gcgcgaagct tgccaccatg cgggagctgg ccattg 



<210> 23 

<211> 31 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially 
synthesized primer sequence 

<400> 23 

tcgaggacta caaggacgac gatgacaagc t 

<210> 24 

<211> 31 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially 
synthesized primer sequence 

<400> 24 

ctagagcttg tcatcgtcgt ccttgtagtc c 



<210> 25 

<211> 16 

<212> DNA 

<213> Homo sapiens 
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<400> 25 

cacgtggcct cccagc 16 



<210> 26 

<211> 24 

<212> DMA 

<213> Homo sapiens 

<400> 26 

taggttctcc catttgtcgt tttt 24 



<210> 27 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<400> 27 

cccttgaaoa acgoaggtto 20 



<210> 28 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<400> 28 

tttgtaggga cacccaoctg 20 



<210> 29 

<211> 21 

<212> DNA 

<213> Homo sapiens 
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<400> 29 

cttccaaggt gcaagtgagg a 21 



<210> 30 

<211> 23 

<212> DNA 

<213> Homo sapiens 

<400> 30 

cattggaggo agaatacagt gtg 23 



<210> 31 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<400> 31 

tcctgggagg atggaoacta 20 



<210> 32 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 32 

tgatgtcagg gtggcagatg t 21 



<210> 33 

<211> 18 

<212> DNA 

<213> Homo sapiens 
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<400> 33 

gggaaggtga aggtcgga 



18 



<210> 34 

<211> 17 

<212> DMA 

<213> Homo sapiens 

<400> 34 

gcagccctgg tgaccag 17 
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